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Metastatic Prostate Cancer and COVID-19: Do Current
Data Allow Modification of Established Treatment
Recommendations?

The COVID-19 pandemic is undoubtedly challenging uro-
oncologists worldwide in delivering optimal treatment for
metastatic prostate cancer (mPC). The European Association
of Urology (EAU) Guidelines Office Rapid Reaction Group
recently published a collaborative effort on adapting the
existing EAU guideline recommendations to the COVID-19
era [1]. The authors recommend avoiding taxane treatment
in metastatic hormone-sensitive PC (mHSPC) and meta-
static castration-resistant PC (mCRPC) as far as possible.
However, docetaxel has already become a treatment stan-
dard in mHSPC and the recently published CARD study has
proven the superiority of cabazitaxel over novel hormonal
therapies (NHTs) for third-line treatment in mCRPC
[2,3]. The primary objective of this recommendation by
the guideline group is to avoid the risk of neutropenia
and frequent hospital visits during the pandemic. However,
neutrophils do not play a major role in antiviral immunity.
There are no reports of increased viral infection rates or
higher severity of viral infection among neutropenic
patients besides hematological diseases that typically
involve lymphocytic defects and lymphopenia, and the
underlying disease renders these patients susceptible to
viral infection. If the cytokine release (CR) that aggravates
COVID-19 is of concern, in contrast to certain immunothera-
pies, there are no reports linking taxanes with systemic CR.

Moreover, the authors recommend the use of enzaluta-
mide in mHSPC. However, enzalutamide has not yet been
approved by the European Medicines Agency for this indica-
tion. Montopoli and colleagues [4] recently reported on an
Italian epidemiology study showing that PC patients receiv-
ing androgen deprivation therapy appear to be partly
protected from SARS-CoV-2 infection. Although limited
by missing information regarding tumor stage and type of

systemic treatment, these results are interesting and might
support the rationale to promote treatment targeting the
androgen receptor in mHSPC and mCRPC during the pan-
demic. It is noteworthy that several studies indicate that anti-
androgen drugs could be a hypothetical treatment option for
COVID-19 [5]. Indeed, androgen sensitivity might be a gate-
way to COVID-19 disease severity. Hoffmann and colleagues
[6] demonstrated that SARS-CoV-2 cell entry depends inter
alia on TMPRSS2, as it primes the spike protein of the virus.
While the actual function of TMPRSS2 remains unclear, its
regulation by the androgen receptor has already been shown.
TMPRSS2 gene fusions with the E26 transformation-specific
transcription factor family occur frequently in PC. While
TMPRSS2 expression is elevated in mHSPC, its expression
in mCRPC is inconsistent, remaining an intended side effect
of antiviral treatment with NHT that is at least debatable [7].

In summary, there is no foreseeable end to the COVID-19
pandemic and decisions on optimal treatment in mHSPC
and mCRPC will be challenging uro-oncologist for a long
time to come. At present, there are no valid data showing
that NHT should be the preferred treatment option. Prom-
ising preclinical data suggest that androgen sensitivity is
linked to COVID-19 disease severity by TMPRSS2 expres-
sion. However, the available data are not sufficient to
dispense with taxane treatment during the pandemic. In
compliance with all COVID-19 safety regulations, treatment
decision-making for mPC should still be based on the well-
established principles of tumor aggressiveness, comorbid-
ity, and patient preference.
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